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I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -52 as originally filed 

Claims, No.: 

1-39 as originally filed 

Drawings, sheets: 

1/10-10/10 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have hot been examined in respect of: 

□ the entire international application, 
claims Nos. 22-32,37-39. 

because: 
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H the said international application, or the said claims Nos. 22-32,37-39 relate to the following subject matter 
which does not require an international preliminary examination {specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements beloirf or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Yes: 


Claims 




No: 


Claims 


Inventive step (IS) 


Yes: 


Claims 




No: 


Claims 


Industrial applicability (IA) 


Yes- 


Claims 




No: 


Claims 



2. Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 
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VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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SECTION III 

1 . As noted in the I.S.R., the subject matter of claims 22-32, 37-39 concerns 

methods of treatment of a human or animal. According to Rule 67. 1 (iv) PCT such 
methods need not be examined by the I PEA. 

SECTION V 

i. The priority document was not available at the time that this report was written. 
Consequently the document cited as 'PX' in the I.S.R. could become relevant to 
the question of novelty with respect to the subject matter of claims 1-7,9,1 1-15,17- 
21 ,33-36. in subsequent proceedings. 

1. The subject matter of claims 1-7,9,1 1-15,17-21,33-36 does not fulfil the 
requirements of Article 33(3) PCT because it is not novel. 

D1 (Proc. of the American Association for Cancer Research (1997), vol.38, p.28, 
abs.187, R.Kreitman et al) discloses the RFB4 based immunoconjugate. The 
immunoconjugate is the same as that presently disclosed (see description p. 18). 

2. The subject matter of claims 8, 1 0, 16 does not appear to fulfill the requirements of 
Article 33(3) PCT. 

D2 (Biochemistry (1994), vol.33, p.5451-5459, Y.Reiter et al) discloses on p. 
5451, col.1 the instability of V H and V L regions derived from antibodies. The 
solution to this problem is to use a peptide linker to form a single chain Fv (scFv). 
It would appear that the need for a bond between the V H and V L regions is 
necessary for stability and either a disulfide bond or a peptide linker may be used 
in order to stabilise the construct. Therefore the skilled person would, without the 
need to exercise inventive skill, be aware from D2 that the disulfide bonded 
molecule disclosed in D1 could also be stabilised using a peptide linker. 

SECTION VII 

1 . Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art 
disclosed in the documents D1 is not mentioned in the description, nor is this 
document identified therein. 
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SECTION VIII 

1. Although the term "substantially similar" is clarified in the description (p. 12), the 
claims 18-21 incorporating this term are still believed to be unclear contrary to the 
requirements of Article 6 PCT. The degree of homology, as calculated by the 
method given in the description, equivalent to substantially similar means nothing 
to a skilled person without knowledge of this said calculation. Consequently the 
claims should be clarified by replacement with the method given on p. 12 of the 
description. 
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Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 



Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

see sheet "Further information continued from PCT/ISA/210" 

Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements tosuch 
an extent that no meaningful International Search can be carried out, specifically: 



3. Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule6.4(a). 

Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' — ' searchable claims. 

2. | I As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' — ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. | | No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest | | The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Although claims 22,23, 25-32 (all partially, as far as an in vivo method 
is concerned) and claim 24 (completely) are directed to a method of 
treatment of the human/animal body, and although claims 37 and 38 
(both partially, as far as an in vivo method is concerned) and claim 39 
(completely) are directed to a diagnostic method practised on the 
human/animal body, the search has been carried out and based on the 
alleged effects of the compound/composition. 
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International application No. 
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International filing date (day/month/year) 

19/03/1998 



(Earliest) Priority Date (day/month/year) 

20/03/1997 



Applicant 



THE GOVERNMENT OF THE UNITED STATES as et al . 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 
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